at which time she described them as more of a generalized pressure-like sensation diffusely involving her head and her ears, with brief episodes of pulsatile tinnitus. During this time, she felt as though her hearing had decreased bilaterally. The patient also reported some aching and stiffness of the neck posteriorly.
The patient's medical history was significant for non-Hodgkin lymphoma that had occurred 6 years before presentation and had been treated with chemotherapy without any evidence of relapse. Near the completion of her initial chemotherapy regimen, she developed disseminated blastomycosis with pulmonary disease and osteomyelitis of 1 foot and 1 hand. She was treated with amphotericin B deoxycholate for 1 month, followed by oral itraconazole, which was later changed to fluconazole because of gastrointestinal intolerance and was continued for 6 months. The findings of her neurological examination were normal except for decreased hearing bilaterally, more marked on the right side. There were no other focal neurological abnormalities.
The patient's leukocyte count was cells/dL. The 6 5.1 ϫ 10 serum creatinine level was 1.1 mg/dL, and the serum transaminase levels were normal. Chest radiograph findings were normal. MRI of the head revealed an irregular enhancing bifrontal lesion (size, 2 cm) involving the anterior falx with extension into frontal lobes bilaterally (figure 1). The patient underwent CT-guided stereotactic brain biopsy to establish the diagnosis. Histopathologic examination revealed granulomatous inflammation, and Gomori methenamine silver staining revealed budding yeasts characteristic of Blastomyces dermatitidis. Fungal culture of the brain biopsy specimen grew B. dermatitidis.
The patient was treated initially with amphotericin B deoxycholate but developed significant nephrotoxicity. The serum creatinine level increased from a baseline level of 1.1 mg/dL to 2.7 mg/dL after receipt of only 170 mg of amphotericin B. The regimen was switched from amphotericin B to liposomal amphotericin B (AmBisome; Gilead). Shortly after receipt of the first dose of liposomal amphotericin B, the patient developed severe chest tightness and respiratory distress, requiring discontinuation of the drug. Given her previous intolerance to itraconazole, the patient was then treated with voriconazole, 200 mg orally twice per day, which was increased to 300 mg orally twice per day after 4 weeks in an attempt to achieve a higher CNS concentration. She tolerated voriconazole therapy well. The headache and hearing loss resolved after 1 month of treatment, and the brain mass diminished in size on follow- up head MRI. Voriconazole therapy was continued for a 12-month course. Follow-up head MRI performed 1 month after discontinuation of therapy revealed nearly complete resolution of the mass (figure 1). The patient has remained asymptomatic as of 9 months after completion of therapy.
To our knowledge, this was a unique case of CNS blastomycosis successfully treated with voriconazole. Approximately 5%-10% of patients with blastomycosis have CNS disease. CNS blastomycosis presents as meningitis, focal leptomeningeal abscess, or intraparenchymal abscess [1] . Amphotericin B deoxycholate is considered the drug of choice for the treatment of CNS blastomycosis [2] . Despite being the drug of choice, the CSF level of amphotericin B is !1% of the plasma level after intravenous administration of amphotericin B [6] . Nephrotoxicity and infusion-related reactions are common adverse effects of amphotericin B use. Liposomal products of amphotericin B are better tolerated, but few data exist about use of these products for blastomycosis [3] . Chest pain, dyspnea, and other symptoms are known adverse effects that can occur during liposomal amphotericin B infusion [7] . A few case reports have suggested that fluconazole is effective for treatment of CNS blastomycosis [4, 5] . Fluconazole was ineffective in 13%-35% of patients with non-CNS blastomycosis [8, 9] . Because of this high failure rate, we elected to treat the patient with voriconazole. Voriconazole is a newer triazole with broad-spectrum antifungal activity. Animal and human studies indicate that high concentrations of voriconazole can be achieved in the CSF and brain tissue [10] . In vitro investigations demonstrate that voriconazole is effective against B. dermatitidis and other dimorphic fungi [11] . A Murine model of pulmonary blastomycosis shows that voriconazole is effective in decreasing fungal burden in the lungs and prolonging survival [12] . The clinical and radiographic improvement with voriconazole therapy and absence of recurrence 9 months after completion of therapy suggest that voriconazole may be effective in the treatment of CNS blastomycosis when amphotericin B cannot be used.
